Objectives To compare cancer mortality among A-bomb survivors exposed as children with cancer mortality among an unexposed control group (the entire population of Japan, JPCG). Methods The subjects were the Hiroshima and Nagasaki A-bomb survivor groups (0-14 years of age in 1945) reported in life span study report 12 (follow-up years were from 1950 to 1990), and a control group consisting of the JPCG. We estimated the expected number of deaths due to all causes and cancers of various causes among the exposed survivors who died in the follow-up interval, if they had died with the same mortality as the JPCG (0-14 years of age in 1945). We calculated the standardized mortality ratio (SMR) of A-bomb survivors in comparison with the JPCG.
Introduction
Several recent studies have proposed environmental factors, infections, genetic disorders, and ionizing radiation as risk factors for childhood cancer [1, 2] . Today, more than 60 years since the atomic bombings, the Radiation Effects Research Foundation (RERF) continues to publish works on the effects of radiation on the health of A-bomb survivors, especially the incidence of and mortality from cancer [3, 4] . To investigate the cancer risks for the exposed survivors of the Hiroshima bombing examined in the life span study (LSS) report 12 by RERF, Watanabe et al. [5] calculated the standardized mortality ratio (SMR) based on data from LSS report 12. Their results showed that A-bomb survivors aged 0-34 years at the time of the bombing, even those exposed to very low primary radiation doses, had a high SMR due to various cancers in comparison with genuine non-exposed controls.
However, current epidemiological knowledge on radiation risks in children is poorer than that of adults, because fewer and smaller study populations, especially those exposed to low doses of ionizing radiation, have been investigated [6, 7] . The cancer risk in children after postnatal diagnostic irradiation has also been studied less extensively [8] [9] [10] [11] . Among those studies that have been done, the potential risks of diagnostic uses of ionizing radiation such as X-rays in children were reported by Stewart et al. [12] . From the results of many case-control studies and estimates of excess absolute risk (EAR), Doll and Wakeford [13] supported the association reported by Stewart et al. On the other hand, Hammer et al. [11] reported no increase in the risk of childhood cancer for about 100,000 children who had been examined using diagnostic X-rays. This uncertainty in studies of cohorts exposed to radiation in childhood has resulted in continuing controversy regarding the causal interpretation of the association between radiation exposure in children and cancer [14] .
From the standpoint of child health, based on LSS report 12, we consider the SMRs for cancer among A-bomb survivors aged 0-14 at the time of the bombing by comparing them with a control group consisting of the entire population of Japan (JPCG). These subjects were school age, ranging from 5 to 19 years old when the LSS was started in 1950, and studied until 40 years later when they were 45-59 years of age in 1990 (45 years after the bombing).
Materials and methods
We evaluated the SMRs for cancer deaths among young children at the time of the bombings, based on the method used in the report by Watanabe et al. [5] . The subjects in the present study were the Hiroshima and Nagasaki group (LSS group) reported in LSS report 12, and a control group consisting of JPCG. We used JPCG as a control group instead of residents in prefectures neighboring Hiroshima and Nagasaki (e.g., Okayama and Saga), because the pre-1971 mortality data for these prefectures were not available to us and, therefore, we could not adequately follow any childhood cohort from these prefectures as a control group. We did not use data from the latest LSS report, report 13, because the disease categories were changed, e.g., ''leukemia'' became ''all hematopoietic cancers,'' making linkage with our data difficult.
Data for both the LSS group and the control group were collected and categorized by sex and age at the time of the bombing (in 5-year age groups) to calculate the SMR. We used the number of cause-specific deaths and population for each age group obtained from vital statistics and population censuses [15] [16] [17] [18] [19] . We took the years (divided into 11 intervals) as the follow-up interval for LSS report 12 and as the observation period for the present study. The subjects in this study, therefore, were people we could follow during the years 1950-1990, who were 0-14 years old in 1945 (the number of people in the JPCG aged 0-14 years in 1945 was about 13,540,000 males and 13,250,000 females in 1950 [15] [16] [17] . The number of people in the LSS group is shown in Table 1 ).
Using the data on exposed survivors from LSS report 12, we initially calculated the observed person-years, as well as the observed number of deaths (O), according to follow-up interval, sex, age at exposure (0-14 years old), colon radiation dose (3 levels: described in detail later in this report), and cause of death. We then calculated the mortality rate by cause of death in the JPCG, according to follow-up interval, sex, and age in 1945 (in 5-year age groups). The expected number of deaths (E) was calculated for each category (sex, age at exposure, colon radiation dose, and cause of death) of the LSS group, using an indirect method based on observed person-years. These O and E values were then used to calculate SMR (=O/E). If the SMR is higher than 1.0, then A-bomb survivors aged 10-14 at the time of the bombing had higher mortality rates in the years 1950-1990 than did a comparison group taken from age and following year matched national mortality data. The statistical significance of the SMR was analyzed using the chi-square test. We also estimated the 95% confidence interval (CI) for the SMRs using the formula of Watanabe et al. [5] .
In the present study, the colon radiation dose (Sv) was divided into three categories: under 0.005 (very low dose, VLD), from 0.005 to \0.1 (low dose, LD), and from 0.1 to \4.0 (high dose, HD), respectively. This colon radiation dose was the estimated radiation dose considering the distance from the hypocenter and the radiation shielding provided by buildings based on DS86 [20] . (DS86 is nearly equivalent to DS02, the newest dose estimation system, but both look only at the initial radiation and do not take into account residual radiation and radioactive fallout.) Deaths were categorized as all deaths, and deaths from all cancers, leukemia, solid cancers, stomach cancer, colon cancer, liver cancer, lung cancer, female breast cancer, and uterine cancer. This study aimed to compare people exposed to each dose category (VLD, LD, or HD group) with JPCG as the reference population.
Results
For all deaths and deaths due to selected cancers, the SMRs of Hiroshima and Nagasaki atomic bomb survivors exposed in childhood (LSS group) are shown in comparison with the JPCG as the reference population in Tables 2, 3 , 4, and 5.
SMR of death for total LSS group in comparison with JPCG (Table 2) For all deaths and all cancers, the respective SMRs for males were shown to be significantly high. By cancer site, SMRs for death due to liver cancer, leukemia, and solid cancer were significantly high. The SMR for female deaths due to all causes did not show a significant difference, whereas the SMR for all cancers was significantly high. By site of cancer, SMRs for deaths due to liver, female breast, and solid cancers were significantly high. The uterine cancer SMR was relatively high, but the difference was not significant.
SMR of death for LSS group in VLD group in comparison with JPCG (Table 3) The SMR for all deaths in males was significantly high, whereas SMR due to all cancers did not show a significant difference. The SMR for liver cancer among males was significantly high. For other cancers, SMRs for leukemia, solid cancer, and lung cancer were each over 1.0, but they did not show any significant differences. The SMR for all deaths was not high, and there was no significant difference in SMR for all cancers in females. By site of cancer, the SMR for liver cancer among females was significantly high, whereas SMRs for cancers peculiar to females (such as female breast and uterine cancer) were not high.
SMR of death for LSS group in LD group in comparison with JPCG (Table 4) The SMR for all deaths among males did not show a significant difference, whereas SMR for all cancers was significantly high. For liver and solid cancer, the respective SMRs for males were shown to be significantly high. In females, there were no significant differences in SMRs for all deaths and all cancers. By site of cancer, SMRs for liver and uterine cancer were significantly high among females.
SMR of death for LSS group in HD group in comparison with JPCG (Table 5) The SMR in males was significantly high for all deaths and deaths from all cancers. By site of cancer, SMRs for deaths due to leukemia, liver cancer, and solid cancer were significantly high. In females, SMRs for all deaths and all cancers were significantly higher. SMRs for deaths due to leukemia, solid cancer, stomach cancer, and female breast cancer were significantly high. SMRs for leukemia and female breast cancer were especially high.
Discussion
In this study, we calculated the SMRs for all causes of death and various types of cancer by comparing the actual number of deaths among the LSS group with the expected number of deaths during the follow-up period, among the cohort aged 0-14 years in 1945 in JPCG. We found that the SMRs of male survivors exposed to A-bomb radiation were significantly high for all deaths, all cancers, leukemia, solid and liver cancer. The SMRs of female A-bombs survivors were significantly high for all cancers, solid, liver, and female breast cancer. By exposure level, SMRs among males were significantly high for all deaths and liver cancer in the very low category, for all cancers, solid and liver cancer in the low dose category, and for all deaths, all cancers, leukemia, solid and liver cancer in the high dose category. Female SMRs were significantly high for liver and uterine cancer in the very low and low category, and for all deaths, all cancers, leukemia, solid, stomach, and female breast cancer in the high dose category. The number of deaths in subjects registered as A-bomb survivors in this study was small, because this cohort was in childhood at the time of the bombing. Therefore, it is possible that there were several causes of death in which no significant differences were seen. A study reported by Preston et al. [4] is one of a number of cohort studies of early childhood exposure with long-term, continuous active follow-up. It provided evidence that exposure to radiation in early childhood is associated with increased risks of adult-onset solid cancers in A-bomb survivors. Data by Hammer et al. [11] suggested that the leukemia mortality risk from in utero exposure actually may be lower than risk from childhood exposure. Cancer mortality to age 49 was examined among residents near the Techa River who were exposed to radiation in utero and/or postnatally before the age of 5 [21] . In that study, excess relative risk for solid cancer was not statistically significant. In addition, a strong association between the combined prenatal and postnatal bone marrow dose and leukemia incidence was found, although these factors did not show a significant relationship.
The level of exposure to radiation in the LSS reports was defined as the primary radiation according to DS86 and DS02 only, without taking residual radiation into account. These analyses reported by RERF had some problems: (1) LSS did not investigate the residual radiation value in each subject who had been exposed to the A-bomb, and (2) showed the results for A-bomb survivors in comparison with a non-zero exposed group as an unexposed group [20] . The LSS report, therefore, may have calculated the background risk as higher than it actually was [5, 22] . We estimated SMRs compared with a genuine non-exposed control group by using the Japanese population. When making comparisons across populations with different agesex distributions, comparisons of each exposure category's SMR to assess the dose-response trend are usually not fully standardized [23] . We therefore estimated SMRs between each dose group and JPCG. However, because the three dose category groups in this study had similar age-sex distributions (Table 6 ), SMRs of these dose category groups could be estimated as risk. One possible reason for the low SMRs due to leukemia in this study is that quite a few children died from leukemia in the years before 1950, because the incubation period for pediatric cancer is different from that of adult cancer, especially when age at onset of leukemia and thyroid cancer is young. According to Delongchamp et al. [3] , ''there is a chance that leukemia deaths went undetected before 1948. There were several deaths before October 1950, and most of these occurred before 1948, when the cause of death is unknown.'' Their follow-up period was also after 1950, the same as in our study, although their research design is different from ours. Several reviews have supported an association between fetal radiation exposure and childhood leukemia [13, 14] . There is, however, less consensus regarding fetal radiation exposure and solid cancer risk, ranging from suspicions about whether such an effect exists to a study that concluded the total childhood cancer risk is large [4, 13] . In this study we used data since 1950, but it has also been reported by RERF that leukemia in people exposed to the A-bomb occurred relatively soon after the exposure, and looking only at recent years the number of cases does not seem particularly high [24] . Although it is possible that the SMR was underestimated, the width of the 95% CI of SMR for death due to leukemia increased and there was no significant difference, because the number of cases of leukemia was small. Therefore, we cannot conclude that the SMR was low in very low and low dose groups. Longer follow-up will be needed.
SMRs for death due to liver cancer in the VLD group were significantly higher in both males and females (male, SMR = 2.40; female, SMR = 2.81), although SMRs for several causes of death did not show significant differences compared with JPCG in the VLD group of our study. It is possible that factors other than radiation exposure may be a major cause of death from liver cancers, because the SMR for liver cancer has a different trend from cancer of other sites. Because hepatitis virus, which has no association to radiation exposure, is involved in the majority of liver cancers according to several studies, causes other than radiation (e.g., iatrogenic factors) cannot be ruled out. In addition, SMRs for death due to male solid cancer in the LD group might have been significantly high in comparison with JPCG because of high liver cancer mortality. However, it may be difficult to examine our hypothesis because there is little reliable evidence. We also need to consider calendar effects and city differences in liver cancer in further studies with longer follow-up.
Comparisons with a genuine non-exposed control group (JPCG) are important in evaluating primary radiation. A-bomb survivors who were exposed to radiation in childhood are now reaching 65 years old or more, a time at which cancer incidence increases markedly [4] . Therefore, further follow-up of this cohort within a dozen years or so will be important to provide new information on the risks of adult-onset cancers following in childhood primary radiation exposure.
